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-1 7. A groupV streptogramin derivative of formula (I) or a salt thereof: 
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RECENED 



(I) 



wherein: 

- R, is chosen from -NR'R" groups, wherein 

- R' is chosen from a hydrogen atom and a methyl group, and 

- R" is chosen from 



0) 
(ii) 



(iv) 

(v) 

(vi) 

(vii) 



a hydrogen atom, 
alkyl groups, 
cycloalkyl groups, 
an allyl group, 
a propynyl group, 
a benzyl group, 

-OR"' groups, wherein R'" is chdsen from a hydrogen atom, alkyl 
groups, cycloalkyl groups, an ally^ group, a propynyl group, and a 
benzyl group, and 
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(viii) -NR3R4 groups wherein 



RAand R 4 are each a methyl group, or 
R 3 and R 4 , which are identical or different, form, together 
withVhe nitrogen atom to which they are attached, a 
saturated or unsaturated 4- to 5-membered heterocyclyl 
groupAwherein one of said members, in addition to said 
nitrogel atom, may be an atom chosen from an oxygen 
atom, a teulphur atom, and a nitrogen atom, 

- R 2 is chosen from a hydrogen atorA a methyl group, and an ethyl group, 

- the bond = is a single bond or a do Able bond, 

- unless otherwise stated, said alkyl groups are chosen from straight and branched 
C r C 6 alkyl groups, 
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- unless 



otherwise stated, said cycloalkyl gr&ups are chosen from C 3 -C 4 cycloalkyl 



groups, 

when R" is chosen from a group other than s^d -OR'" groups and said -NR 3 R 4 
groups, said group A streptogramin deriv&ive is chosen from R-epimers and 
mixtures of R- and S-epimers, wherein saidyR-epimer is predominant, and 
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- when R" is chdsen from said -OR'" groups and said -NR 3 R 4 groups, said group A 

streptograrfiin derivative is chosen from R-epimers, S-epimers, and mixtures 
of R- and S-eVimers. 

1 8. A group A\streptogramin derivative according to claim 1 7, wherein: 

- R 1 is chosen from -NR'RT groups, wherein 

- R' is chosen from a hydrogen atom and a methyl group, and 

- R" is chosen from 

(i) a hydrogen atom > 

(ii) alkyl groups, 

(iii) cycloalkyl groups, 

(iv) an allyl group, 

(v) a propynyl group, 

(vi) a benzyl group, 

(vii) -OR'" groups, wherein R'" is\^hosen from C r C 6 alkyl groups, an allyl 
group, and a propynyl group, 

(viii) -NR3R4 groups, wherein 

- R 3 and R 4 are each a methyl group, or 

- R 3 and R 4 , which are identic^ or different, form, together with 
the nitrogen atom to which theV are attached, a saturated or 
unsaturated 4- to 5-membered Wrocyclyl group, wherein one 




- R 2 is chosen 
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offeaid members, in addition to said nitrogen atom, may be an 
atoV. chosen from an oxygen atom, a sulphur atom^and 
nitrogen atom, ^ g l 2 001 

from a hydrogen atom, a methyl group, and an ethyl group, 
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- the bond — is a single bond\or a double bond, 

. when R" is chosen from a groui other than said -OR"' groups and said -NR 3 R 4 

groups, said group A strepLramin derivative is chosen from R-epimers and 
mixtures of R- and S-epimerV wherein said R-epimer is predominant, and 

. wh en R" is chosen from said -OR'" Lps and said -NR 3 R 4 groups, said group A 
streptogramin derivative is chos\n from R-e P imers, S-epimers, and mixtures 
of R- and S-epimers. 

19. A group A streptogramin derLive according to claim 17, wherein: 
- R, is chosen from -NR'R" groups, wherein 

_ r- is chosen from a hydrogen atom an\a methyl group, and 

- R" is chosen from 

(i) a hydrogen atom, 

(ii) C r C A alkyl groups, 
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cy&oalkyl groups, 

(iv) an atlyl group, 

(v) a propynyl group, 

(vi) a benzyl group, 

(vii) -OR"' gro\ps, wherein FT is chosen from C r C 3 alkyl groups, an allyl 
group, and^a propynyl group, 

(viii) -NR 3 R 4 groups, wherein 
- R and PL which are identical or different, form, together with 

the nitrogen atom to which they are attached, a 5-membered 
saturated heterocyclyl group, 

- R 2 is chosen from a methyl group fend an ethyl group, 

- the bond = is a single bond or a double bond, 

when R" is chosen from a group other than said -OR"' groups and said -NR 3 R 4 
groups, said group A streptogramin derivative is chosen from R-epimers and 
mixtures of R- and S-epimers, whereto said R-epimer is predominant, and 
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when R" is chosen from said -OR"' groups anil said -NR 3 R 4 groups, said group A 
streptogramin derivative is chosen from R^epimers, S-epimers, and mixtures 
of R- and S-epimers. 
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20. A group A streptogramin derivative according to d^im 17, wherein said 
group A streptogramin is (16R)-16-dimethylamino-16-deox^ristinamycin ll A or a salt 

thereof. 

21 . A group A streptogramin derivative according to claim 17, wherein said 
group A streptogramin is (l6R)-16-methoxyamin/l6-deoxopristinamycin ll B or a salt 

thereof. 

22. A group A streptogramin derivative according to claim 1 7, wherein said 
group A streptogramin is (l6R)-16-etho^amino-16-deoxopristinamycin ll B or a salt 

thereof. 

23. A group A streptogr/min derivative according to claim 1 7, wherein said 
group A streptogramin is (l6R)/6-allyloxyamino-16-deoxopristinamycin ll B or a salt 

thereof. 

24. A group A str/ptogramin derivative according to claim 17, wherein said 
group A streptogramin is ^6R)-16-methoxyamino-16-deoxopristinamycin ll A or a salt 

thereof. 

25. A process for preparing^ group A streptogramin derivative according 
to claim 17, said process compri^g: 
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Attorney Dock t No.: 3806.0464-00 
Application No.: 09/492,392 
Custom r No. 22,852 

(a) preparing a group A streptogramin derivative, whefein R' is a hydrogen atom, 

by reacting, in the presence of a reducing agent, an aryfne of formula (III): 

H 2 N-R" (III) 

wherein R" is defined as in claim 17 
with a natural pristinamycin of formula (II): 
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f CH : 



(II) 



H 3 C 



wherein R 2 is defined as In claim 17, 

(b) optionally reacting said group/ A streptogramin derivative of formula (I), 
wherein R' is a hydrogen atom, with formaldehyde or a formaldehyde 
derivative capable of gena/ating formaldehyde in situ to form a second 
intermediate compound, find then reacting said second intermediate 
compound with a reducing agent to form a group A streptogramin derivative, 
wherein R' is a methyl aroup, and 
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(c) 



optionally converting said group A strept/gramin derivative of formula (I), 
prepared by (a) or (b) above, to a salt/nd/or separating its R-epimer. 




26. A process for preparing a group A streptogr^in derivative according 
to claim 17, said process comprising: 
(a) preparing an intermediate compound of forn^la (IV): 



o 



CH 3 



O 



'0 



OR" 



(IV) 



wherein R 2 and R'" are defined as in claim 17 
by reacting an amine of formula (III): 
H 2 N-R" (III) 

wherein R" is chosen from -OR'" groups, and wherein said R" groups are 
defined as/n claim 17 
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with a natural pristinarihycin of formula (II): 
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CH 3 



(ID 



wherein R 2 is defined as in claim 

isolating said intermediate con/pound of formula (IV), 

reacting said isolated interridiate compound of formula (IV) with a reducing 
agent to prepare a group //streptogramin derivative of formula (I), wherein R' 
is a hydrogen atom, 



optionally reacting saidLup A streptogramin derivative of formula (I), 
wherein R' is a hydrogen atom, with formaldehyde or a formaldehyde 
derivative capable of/generating formaldehyde in situ to form a second 
intermediate compound, and then reacting said second intermediate 
compound with a r/ducing agent to form a group A streptogramin derivative 
of formula (I), wherein R' is a methyl group, and 
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(e) 
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optionally converting said group A streiogramin derivative of formula (I), 
prepared by (c) or (d) above, to a sal/and/or separating its R-epimer. 



27. A process for preparing a group A streptogramin derivative according 
to claim 17, said process comprising: 

(a) preparing a group A streptogramin derivative, wherein R' is a hydrogen atom, 
by reacting, in the presence of a reducing agent: 

(1 ) a ketone, chosen according to a desired R" group, wherein said R" is 
as defined in claim 1 7, with 

(2) an amine-containing derivative of formula (V): 
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(V) 



wherein R 2 is as defined in claim 17, 
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(b) 




(c) 
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optionally reacting said group A streptogramin derivative of formula (I), 
wherein R' is a hydrogen atom, with formaldehyde or a formaldehyde 
derivative capable of generating formaldehyde in situ to form a second 
intermediate compound, and then reacting said second intermediate 
compound with a reducing agent to form a group A streptogramin derivative, 
wherein R' is a methyl group, and 

optionally converting said group A streptogramin derivative of formula (I), 
prepared by (a) or (b) above, to a salt and/or separating its R-epimer. 
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28. A composition comprising least one group A streptogramin 
derivative of formula (I) or^tWof according to claim 17 and at least one group 
B streptogramin derivative. 



29. A composition according to claim 28, wherein said at least one group 
B streptogramin derivative is chosen from natural group B streptogramin 
components and semisynthetic group B streptogramin components. 

30. A composition according to claim 28, wherein said at least one group 
B streptogramin derivative is chosen from pristinamycin l A . pristinamycin l B , 
pristinamycin l c , pristinamycin l 0 , pristinamycin l E . pristinamycin l F . pristinamycin l G , 
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and etamycin. 



3, A common according .o Cain, 28. where* sa«i a, M 
B strewn oe*a«»e is chosen *» B suramin 

derivatives of formula (A): 
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0) 



wherein: 

- Rb Rc Re, and Rf are each a hydrogen atom; 
. Rd is chosen from a hydrogen atom and a dimethyiamino group; and 

- Ra is chosen from: 
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( A) -CH 2 R'a groups, wherein R'a is chosen from: 

(i) a 3-pyrrolidinylthio group, 

(ii) a 3-piperidylthio group, 

(iii) a 4-piperidylthio group, 

«■«* m *~ (MB ■» u " subs,Med ™ """" 

witf, a, leas, one group chosen torn a*yl groups, and 

M a,k#* -** - SUbS,M9d * 1 °' 2 

from: 

(a) a hydroxysulfonyl group, 

(b) aikylamino groups, 

(c) dialkylamino groups, which may be unsubstituted or 
substituted with at least one group chosen from a 
mercapto group or dialkylamino groups, 

(d) a piperazine ring, a morpholino group, a thiomorpholino 
group, a piperidino group, a 1-pyrrolidinyi group, a 2- 
P i P eridylgroup,a3-pipendylgroup,anda4-pi P eridy. 

group, a 2-pyrro.idinyl group, and a 3-pyrrolidinyl group, 
each of which may be unsubstituted or substituted with 
alkyl, and 

(B ) =CHR'a groups, wherein R'a is chosen from: 
(i) a 3-pyrrolidinylamino group, 

a 3-pioeridylamino group and a 4-pi P eridyiamino group, 

-14- 




LAW OFFICES 

FlNNECAN, HENDERSON, 

Farabow, Garrett, 
8 dunner, l.l.p. 
13 0o i street, n. w. 

WASHINGTON, DC 20005 
202-408-^000 



Attorney Dock t No.: 3806.0464-00 
Application No.: 09/492,392 
Customer No. 22,852 

(iii) a 3-pyrrolidinyloxy group, 

(iv) a 3-piperidyloxy group and a 4-piperidyloxy group, 

(v) a 3-pyrrolidinylthio group, 

(vi) a 3-piperidylthio group and a 4-piperidylthio group, 

. wherein said groups (i)-(vi) may be unsubstituted or substituted 
with at least one group chosen from alkyl groups, 

(vii) alkylamino groups, 

(viii) alkyloxy groups, and 

(ix) alkylthio groups which are substituted with 1 or 2 groups chosen 
from: 

(a) a hydroxysulfonyl group, 

(b) alkylamino groups, 

(c) dialkylamino groups unsubstituted or substituted with at 
least one group chosen from dialkylamino groups, 

(d) trialkylammonio groups, 

(e) a 4-imidazolyl group, and a 5-imidazolyl group, each of 
which may be unsubstituted or substituted with alkyl, 

(f) a piperazine ring, a morpholino group, a thiomorpholino 
group, a piperidino group, a 1-pyrrolidinyl group, a 2- 
piperidyl group, a 3-piperidyl group, a 4-piperidyl group, 
2-pyrrolidinyl group, and a 3-pyrrolidinyl group, each of 
which may be unsubstituted or substituted with alkyl, 
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(C) a 3-quinuclidinylthiomethyl group, and 

(D) a 4-quinuclidinylthiomethyl group; or 

(2) - Ra is a hydrogen atom, and 

(a) - Rb, Re, and Rf are each a hydrogen atom, and 

- Rd is chosen from a -NHCH 3 group and a -N(CH 3 ) 2 group, and Rc is 
chosen from a chlorine atom and a bromine atom, or when Rd is a 
-N(CH 3 ) 2 group, Rc is chosen from (C 3 -C 5 ) alkenyl groups, or 

(b) - Rb, Rd, Re, and Rf are each a hydrogen atom, and 

- Rc is chosen from halogen atoms, aminomonoalkyl groups, 
aminodialkyl groups, alkyloxy groups, a trifluoromethyloxy group, 
thioalkyl groups, (C r C 3 ) alkyl groups, and trihalomethyl groups, or 

(c) - Rb, Rc, Re, and Rf are each a hydrogen atom, and 

- Rd is chosen from halogen atoms, an ethylamino group, a 
diethylamino group, a methylethylamino group, alkyloxy groups, a 
trifluoromethyloxy group, thioalkyl groups, (C,-C 6 ) alkyl groups, aryl 
groups, and trihalomethyl groups, or 

(d) - Rb, Re, and Rf are each a hydrogen atom, 

- Rc is chosen from halogen atoms, aminomonoalkyl groups, 
aminodialkyl groups, alkyloxy groups, a trifluoromethyloxy group, 
thioalkyl groups, and (C,-C 3 ) alkyl groups, and 
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- Rd is chosen from halogen atoms, an amino group, aminomonoalkyl 
groups, aminodialkyl groups, alkyloxy groups, a trifluoromethyloxy 
group, thioalkyl groups, (C,-C 6 ) alkyl groups, and trihalomethyl groups, 
or 

(e) - Rc, Re, and Rf are each a hydrogen atom, and 

- Rb and Rd are each a methyl group. 

32. A pharmaceutical composition comprising ^at least one group A 
streptogramin derivative of formula (I) or salt thereo^ccording to claim 17, wherein 
said composition optionally comprises at least od agent chosen from 
pharmaceutical^ acceptable diluents and ph/maceutically acceptable adjuvants. 



33. A pharmaceutical composition comprising at least one group A 
streptogramin derivative of formula jf) or salt thereof according to claim 17 and at 
least one group B streptogramin derivative, wherein said composition optionally 
comprises at least one agent cfcfosen from pharmaceutical^ acceptable diluents and 
pharmaceutical^ acceptable Adjuvants. - 
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